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Appendix Figure (A) Acoustic startle response amplitudes were measured using a commercially available system (Med Associates Inc., VT, USA with "Advanced Startle" software) based on the protocol used in IMPRESS from the International Mouse Phenotyping Consortium (IMPC, see www.mousephenotype.org/impress). Background noise was 65 dB. Each session was initiated with a 5-min-acclimation period followed by five presentations of leader startle pulses (110 dB) that were excluded from statistical analysis. Startle responses to 40 msec white noise bursts of varying intensity were significantly reduced in Lrba-KO compared to WT animals (n=10 each, mean ± SEM; p<0.0001, 2-way ANOVA). (A) ABR latencies in Lrba-KO mice (n=8) are increased compared to WT (mean ± SEM, n=9; age group 4-5 weeks) when comparing for same stimulus intensities but not after correcting for the loss of cochlear sensitivity (A'). Numbers indicate p values of genotype factor from 2-way ANOVA, 70-100dB (A) or 0-30dB (A'). The slight reduction in corrected latency is likely due to the shallower amplitude growth function.
(B) Amplitudes (means ± SEM, n=8 each, age 4-5 weeks) of the SGN compound action potential, assessed by electrocochleography, show similar changes as ABR wave I (Amplitude difference between genotypes p<0.0001, 2-way ANOVA).
dependent on the tonotopic position.
(A-A''') Frequency (in %) of abnormally shaped hair bundles in Lrba-KO hair cells from SEM images of p15 Lrba-KO and wild-type littermates of (A) apical, (A') medium and (A'') basal turns, respectively. Hair bundles from the outermost OHC row (OHC3; i.e. furthest from the IHCs) seem to be the least affected (~30%), while the first and second OHC rows show more abundant structural deficits (~70%), which appear to be conserved throughout the cochlea; however, the severity of these deformities in OHCs (i.e. complete loss of one entire half of the hair bundle; as indicated by the hatched bars) appears to follow a tonotopic gradient, where basal OHCs are less affected than apical OHCs. In contrast, deterioration of IHC hair bundles could generally be observed less frequently (<15%) and appeared to be comparable independent of tonotopic position.
